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Abstract
The development of new magnetic sensor technologies that promise sensitivities approach-
ing that of conventional MEG technology while operating at far lower operating temperatures
has catalysed the growing field of on-scalp MEG. The feasibility of on-scalp MEG has been
demonstrated via benchmarking of new sensor technologies performing neuromagnetic
recordings in close proximity to the head surface against state-of-the-art in-helmet MEG
sensor technology. However, earlier work has provided little information about how these
two approaches compare, or about the reliability of observed differences. Herein, we pres-
ent such a comparison, based on recordings of the N20m component of the somatosensory
evoked field as elicited by electric median nerve stimulation. As expected from the proximity
differences between the on-scalp and in-helmet sensors, the magnitude of the N20m activa-
tion as recorded with the on-scalp sensor was higher than that of the in-helmet sensors. The
dipole pattern of the on-scalp recordings was also more spatially confined than that of the
conventional recordings.
Our results furthermore revealed unexpected temporal differences in the peak of the
N20m component. An analysis protocol was therefore developed for assessing the reliability
of this observed difference. We used this protocol to examine our findings in terms of differ-
ences in sensor sensitivity between the two types of MEG recordings. The measurements
and subsequent analysis raised attention to the fact that great care has to be taken in mea-
suring the field close to the zero-line crossing of the dipolar field, since it is heavily depen-
dent on the orientation of sensors. Taken together, our findings provide reliable evidence
that on-scalp and in-helmet sensors measure neural sources in mostly similar ways.
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Introduction
The introduction of superconducting whole-head magnetoencephalography (MEG) recording
systems [1] was a significant step forward for non-invasive recordings of neural activity in the
human brain. As in electroencephalography (EEG), the MEG signal reflects mainly the inte-
grated currents stemming from post-synaptic potentials [2]. In comparison to EEG, MEG
offers much more precise estimates of the spatial location of sources [2–4]. A remaining tech-
nical limitation of whole-head MEG systems, however, is that the sensors (magnetometers
and/or gradiometers) are at fixed locations inside a helmet-shaped dewar. Thermal insulation
is required to keep the MEG sensors in a superconducting state [5,6]. Furthermore, the helmet
has a fixed size that allows recordings of subjects with a head circumference of up to ~61 cm
(average head size for males: 57 cm, females: 55 cm [7]). This design typically leaves additional
space between parts of a subject’s scalp and the inside of the helmet. Together, these factors
result in measurements with conventional in-helmet MEG sensor arrays with a typical distance
of 20–40 mm between the sensors and the subject’s scalp.
To obtain spatially detailed measurements of the underlying neural activity, MEG sensors
should be as close to the brain as possible. Hence, positioning MEG sensors directly on the
scalp would be ideal. While EEG sensors are indeed placed directly on the scalp, the skull and
scalp have very different conductivities and it has proved challenging to take these factors into
account in source modelling [8,9]. MEG sensors are however not troubled by these factors; the
skull and the scalp are transparent to magnetic fields allowing a more straightforward solution
for the source estimation problem with MEG.
With emerging sensor technologies, on-scalp MEG measurements have become possible.
Two prominent and promising sensor technologies exist, high-critical-temperature (high-Tc)
superconducting quantum interference devices (SQUIDs) [10–12] and optically pumped mag-
netometers (OPMs) [13,14]. High-Tc sensors are superconducting at much higher temperatures
(<90 K; 77 K is the typical operation temperature with liquid nitrogen cooling) than conven-
tional low-Tc sensors (< 9 K; 4 K is the typical operation temperature with liquid helium cool-
ing). Insulation requirements are thus less severe for high-Tc sensors, and, consequently, the
sensor-to-room distance can be reduced from 20–40 mm to less than 1 mm, at least for single
sensors [11]. For multi-channel arrays, however, it may not be feasible to achieve such a short
stand-off for all of the on-scalp sensors. However, even single-channel OPM systems cannot get
as close to the scalp due to the thermal shielding they employ for the hot gas. OPMs currently
allow for a minimum stand-off of ~4 mm [15]. Regardless, the improved sensor-to-cortex prox-
imity that these new sensor technologies allow in comparison to conventional MEG sensor
technology may provide new information about the neural activity of the brain. Simulations
have indicated on-scalp MEG promises improved spatial precision in estimating the location of
neural sources and better separation of source activations [16,17].
In this study, we explore how differences in sensor-to-cortex proximity between high-Tc
and conventional low-Tc MEG sensors influence the measurements of a cortical source. We
hence compared the results from measurements using a single high-Tc magnetometer (hereaf-
ter called “on-scalp MEG”) to measurements from conventional low-Tc MEG magnetometers
(hereafter called “in-helmet MEG”). For this comparison, we used electric median nerve stim-
ulation to generate somatosensory evoked fields (SEFs) originating from the primary somato-
sensory cortex. We focused on the early and well-defined N20m component of the SEF, a
source that is well-modelled with a single current dipole located at the hand area of the pri-
mary somatosensory (S1) cortex [18,19]. The N20m is consistently found in all healthy subjects
and is also known to be a component that is robust with regard to habituation [20,21], thereby
allowing for large numbers of trials across repeated measurements to be compared directly.
On-scalp and conventional in-helmet magnetoencephalography
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Due to the differences in proximity to the cortex between these recordings, we expected an
N20m peak of higher amplitude for the on-scalp MEG compared to in-helmet MEG measure-
ments, simply because on-scalp sensors are closer to the source. Getting closer to the source
should, however, not change the timing of the evoked response, so we expected a very similar
temporal profile of the N20m component between measurements.
Section 1: Neuromagnetic recordings
Materials and methods
Subject. The involvement of human volunteers was performed in accordance with the
technical development prerogative of the Swedish law for ethical approval of research. The
subject orally consented to participating in the study.
Equipment. All measurements were carried out in a two-layer magnetically shielded
room (MSR; model AK3b from Vacuumschmelze GmbH & Co. KG, Hanau, Germany) at the
NatMEG facility, Karolinska Institutet, Stockholm, Sweden (www.natmeg.se).
In-helmet MEG. We used an Elekta Neuromag TRIUX (Elekta Oy, Helsinki, Finland)
system to represent conventional MEG sensors as it is globally the predominant MEG system
in use. The Elekta Neuromag TRIUX contains 102 sensor chips, each with a magnetometer
channel with a pickup loop size of 21 mm × 21 mm, and two orthogonal planar gradiometer
channels.
On-scalp MEG. We used a single-channel magnetometer with a 9 mm × 9 mm pickup
loop fabricated at the Chalmers University of Technology as the on-scalp sensor. The sensor
was housed inside a non-metallic cryostat (ILK Dresden), the tail of which has a diameter of
50 mm, placed at a ~2 mm distance to the subject’s scalp during measurements. On-scalp
MEG was sampled with a National Instruments analogue-to-digital converter connected to a
laptop. More experimental details for MEG recordings with our high-Tc SQUIDs can be found
in O¨isjo¨en et al. [11] and Xie et al. [22]. We concurrently sampled the on-scalp MEG using the
Elekta Neuromag TRIUX system. The output of the SQUID electronics was fed into one of the
analogue miscellaneous (MISC) channels of the Elekta system that allowed us to sample the
on-scalp MEG data with the same clock as the in-helmet MEG data.
Physiological data. Electrooculography (EOG), and electrocardiography (ECG) elec-
trodes were attached to the subject and recorded with the Elekta system. Ten head position
indicator (HPI) coils were then positioned on the subject’s head, evenly distributed across the
128 cap slits of a custom montage EEG cap (EasyCap) placed on the subject’s head. Four scalp
electrodes were added to measure EEG with two active channels. These were positioned
orthogonally to the projected N20m maxima to measure the sensory evoked field.
Experimental procedure. A central part of the preparation was to estimate the scalp loca-
tions of the positive and negative extrema of the dipolar N20m pattern such that optimal mea-
surement points could be planned for the single-sensor on-scalp recordings on the next day.
Through all recordings, we used left median nerve stimulation at the wrist to generate SEFs. A
minimum of 1,000 stimulations per recording was delivered over the course of at least 5 min-
utes with a repetition rate of 2.8 Hz. Stimulus intensity was 6.0 mA in pulses of 200 μs that
induced a slight movement of the thumb. Vacuum pillows were used to increase the subject’s
comfort and reduce movement of the head and body. The subject (one of the authors), was
highly motivated and not naïve to the purpose of the experiment.
An overview of the experimental procedure is presented in Table 1. On day one, we per-
formed a whole-head in-helmet MEG recording of the subject. Dipoles were fitted for each
sampling point around the N20m for this recording (15.0 ms– 25.0 ms; 51 samples, 0.2 ms
apart). The fitted dipole at the latency with the least residual variance was chosen to be the
On-scalp and conventional in-helmet magnetoencephalography
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single active source in a spherical forward model based on the anatomy of the subject acquired
through T1-weighted magnetic resonance images. This forward model thus provided us with
estimates of where the positive and negative N20m extrema would be on the scalp surface.
The positions of the extrema corresponded roughly with electrode positions of the
128-channel EEG cap. Ten on-scalp recording positions were selected and printed out on lam-
inated paper. This printout would serve as a guide for the handler of the cryostat for on-scalp
recordings on the following day. The guide was attached to the EEG cap on the subject’s head
by using the electrode positions corresponding to the predicted extrema for the N20m as refer-
ence points. The placement of the EEG cap was photographically documented, and the dis-
tance from the nasion to the bottom of the cap was measured such that the EEG-cap with the
guide attached could be placed in an identical position on the day of the on-scalp recording.
The recording positions were digitized with a Polhemus Fastrak tracker. To minimize digitiza-
tion error for the experimenter handling the Polhemus stylus, the laminated layout was printed
with small holes fitting the tip of the stylus.
On day two, the cryostat was aligned with respect to the markers on the guide by hand-
adjusting a wooden articulated armature that supported the cryostat above the subject’s head
inside the MSR. Alignment with respect to position was achieved via alignment of markers on
the cryostat with those on the subject’s head. Alignment with respect to angle was achieved via
manually tilting the cryostat such that the semi-conical gap between the planar cryostat lid and
the curved head surface was as even as possible for at least three pairs of diametrically opposing
points on the cryostat lid. The armature was then locked into place for each recording position
with an estimated accuracy in position of ± 4 mm and an estimated accuracy in angle (with
respect to the normal of the head surface) of ± 5 degrees (verified with a head-phantom). An
overview of the experimental procedure can be seen in Table 1.
In total, fourteen recordings were performed on day two. First, an empty room recording
was obtained followed by a whole-head in-helmet recording that preceded the ten on-scalp
recordings. During the on-scalp recordings, data were also acquired from the 102 magnetome-
ters in the whole-head system to generate an estimate of the noise level within the room.
Between each recording, the stability of the subjective sensation of the electrical stimulation
was verified, and the subject’s alertness was assessed with the Karolinska Scale [23]. After the
on-scalp recordings, a whole-head in-helmet recording was repeated to validate the stability of
the field topography of the N20m. We concluded with an additional empty room recording.
The cap with the guide and the cryostat in a recording position can be seen in Fig 1.
Table 1. Overview of the procedure for the recordings.
Day one procedure:
1. A SEF recording was made using conventional whole-head in-helmet MEG.
2. Equivalent current dipoles (ECDs) were fitted to the N20m component of the SEF for each sample from
15.0 to 25.0 ms.
3. The source pattern of the dipole with the least residual variance was projected onto the scalp using a
volume conduction model based on the subject’s anatomy.
4. Based on the projected on-scalp dipole source pattern, ten measurement sites were marked along the
curve connecting the centres of the two polar extrema
Day two procedure:
5. An additional SEF recording was made using conventional whole-head in-helmet MEG; hereafter
referred to as the “before” recording.
6. Based on the prepared EEG-cap from day one, on-scalp MEG recordings for each of the ten planned
measurement sites were conducted.
7. A final SEF recording was made using conventional whole-head in-helmet MEG; hereafter referred to
as the “after” recording.
https://doi.org/10.1371/journal.pone.0178602.t001
On-scalp and conventional in-helmet magnetoencephalography
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Acquisition of MEG data. The signal from the high-Tc SQUID was acquired through two
different systems simultaneously, the electronics analogue-to-digital converter and one of the MISC
channels of the Elekta system. Only data acquired with the Elekta system are discussed below. All
data were sampled at 5,000 Hz, low-pass filtered at 1,650 Hz and high-pass filtered at 0.1 Hz.
Pre-processing of data. The open-source package FieldTrip was used for all analyses [24].
Recorded data was first low-pass filtered at 300 Hz and line-filtered at 50 Hz including all 50
Hz harmonics up to the low-pass filter. The raw data was then cut into epochs of 300 ms, span-
ning from 100 ms pre- to 200 ms post-stimulation. All epochs were de-meaned by using the
mean activity of the pre-stimulation period. The epoched on-scalp data was cleaned automati-
cally first by removing all epochs in which the EOG channel had values greater than 250 μV
and was subsequently manually cleaned by removing epochs with large variance. At least 1,000
epochs remained for further analysis.
Volume conduction and forward models for MEG data. A local spherical volume con-
ductor model was created based on a T1 magnetic resonance image of the subject. The image
was co-registered to the subject’s head shape with 426 digitization points distributed over the
head surface from the Polhemus Fastrak. Subsequently, the image was segmented into brain,
skull, and scalp tissues. Based on the brain tissue, a single shell spherical model was created
[25]. A forward model for dipole fitting was created based on the volume conductor model
and the known geometry of the whole-head sensor array.
Estimating the in-helmet and on-scalp MEG topographies. We modelled the N20m
activation with a moving, single dipole, the strength of which varied with time. The position
Fig 1. Photographs of experimental procedure. A) The subject wearing the EEG-cap with the laminated guide. B) The subject lying on the recording bed
with the cryostat in position. C) The cryostat on the wooden articulated armature.
https://doi.org/10.1371/journal.pone.0178602.g001
On-scalp and conventional in-helmet magnetoencephalography
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and time course of this dipole were estimated based on the “before” and “after” whole-head
recordings for each of the time samples from 15 ms to 25 ms in steps of 0.2 ms. Based on the
fitted dipole, a second forward model was created with a single active source at the location of
the peak of the fitted dipole. This forward model was based on the “after” recording. For the
on-scalp topography, it was projected to 10,000 points on the scalp surface of the subject,
whereas it was projected onto the 102 magnetometer locations for the in-helmet topography.
To summarize, for each of the ten scalp positions and both the “before” and “after” in-hel-
met recordings, we have a predicted value and a measured value of the time course of the neu-
romagnetic field. For example, the predicted value for the “before” recording is based on
forward calculating the neuromagnetic field emanating from a moving dipole whose time-
dependent activation strength is estimated from the “before” in-helmet recording. The mea-
sured value is the “before” recording itself. Similarly, we have a predicted value and a measured
value of the time course of the neuromagnetic field for the on-scalp recording. In this case, the
predicted value is based on the “after” in-helmet data. For all measured values, we used a boot-
strapping procedure to estimate 95% confidence intervals.
Results
In-helmet MEG. The predicted and measured values for the in-helmet recordings showed
very similar time courses for all sensors over the line intersecting the polar extrema (Fig 2A).
Note the peak of the N20m is delayed (0.2 ms later) in the “after” recording as compared to the
“before” one.
The (minimum, median, and maximum) distances between the subject’s scalp and the sen-
sors were (1.9, 2.9, and 3.9) cm and (1.8, 3.0, and 4.3) cm, for the “before” and “after” in-helmet
recordings, respectively. This is within the typical range (as outlined above in the introduc-
tion). Four magnetometers, connecting the two extrema of the predicted in-helmet field
topography, were chosen to compare with the predicted values (sensors 2241, 2211, 1131 and
1311; Fig 2B).
On-scalp MEG. Overall, the predicted and measured on-scalp field strengths showed very
similar development over time across all 10 measurement sites (Fig 3A). The greatest discrep-
ancies in field amplitude were found near the zero crossing (positions B2-B3; Fig 3A). Further-
more, the latencies of the measured peaks in the N20m activations were slightly later or earlier
than predicted (Fig 3 & Table 2). These temporal discrepancies were up to 0.6 ms, greater than
the 0.2 ms discrepancies found between the “before” and “after” in-helmet recordings.
Discussion
As expected, the predicted neuromagnetic field topography for the on-scalp (Fig 3B) recording
is more spatially compact than for the in-helmet (Fig 2B). This is because of the differences in
sensor-to-cortex proximity between on-scalp and in-helmet MEG sensors. Our results thus
show that the N20m amplitude as measured from a series of single-channel on-scalp record-
ings can mostly be accurately predicted by the combination of a dipole model based on a
whole-head MEG recording and a volume conduction model. The results, however, also show
that the similarity of the predicted and measured signals was reduced for measurement points
that were close to the dipole field zero-line crossing (cf., results for recoding positions B2 and
B3 in Fig 3).
Finally, we found unexpected temporal differences between the predicted and measured
N20m peaks (Table 2). These differences had no clear pattern with respect to measurement
position.
On-scalp and conventional in-helmet magnetoencephalography
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The comparisons between in-helmet and on-scalp recordings depend on the quality of sev-
eral factors, such as the reliability of initial measurements, accuracy in dipole source projection
and measurement planning, accuracy in actual measurements, as well as reliability and quality
in sensory stimulations between measurements. We therefore explored and assessed the valid-
ity and reliability of these factors in the following Section 2.
Section 2: Assessing validity and reliability
The comparison between predicted and measured values for the neuromagnetic fields at the
scalp resulted in both temporal and spatial differences. To explore the cause of the differences,
we conducted several exploratory analyses focusing on the reliability of the results.
Overview of exploratory analyses
1. The differences in the N20m amplitude might be due to sensory habituation, i.e. changes in
cortical response over time due to the repeated stimulation. Therefore, we assessed whether
the predicted amplitude changed significantly from the “before” recording to the “after”
recording.
Fig 2. Comparisons of predicted (blue solid lines) and measured (red solid lines) neuromagnetic field strengths for the in-helmet recordings in the
“before” and “after” datasets. Predicted values are based on a moving dipole fitted to the “after” whole-head recordings, measured values are presented with
95% confidence intervals (red dashed lines). A) Top row: “Before” recording: the values overlap and the N20m activation peak occurs at 20.8 ms. Bottom-row:
“After” recording: predicted and measured values overlap again, but the N20m peak occurs slightly later (21.0 ms). B) Predicted in-helmet field topography and
selected sensor positions.
https://doi.org/10.1371/journal.pone.0178602.g002
On-scalp and conventional in-helmet magnetoencephalography
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2. The differences in the N20m amplitude might be due to different sources being active due
to the stimulator repositioning that was unavoidable throughout the experiment. Therefore,
we assessed whether the N20m would change significantly as a consequence of reposition-
ing the median nerve stimulator.
3. The differences in peak latencies and N20m amplitudes might be due to the head and dipole
modelling choices. Therefore, we assessed how different modelling choices changed the pre-
dicted time courses.
4. The differences in peak latencies might be due to sensitivity differences between the on-scalp
and in-helmet recordings. We therefore assessed the difference in sensitivities the in-helmet
and on-scalp sensors have to different parts of the brain.
Fig 3. Comparisons of predicted (solid blue lines) and measured (solid red lines) values for on-scalp recordings. All predicted values are based on
a moving dipole fitted to the whole-head “after” recording that was performed immediately after the ten on-scalp positions. Measured values include 95%
confidence intervals (red dashed lines). A) On-scalp comparisons for all ten recording positions. The vertical dashed line is the estimated peak of 21.0 ms. B)
predicted on-scalp topography of the neuromagnetic field for the time point with the lowest residual variance (20.8 ms). Measurement points are marked with
circles. From left to right they are: C6, C1, C3, B1, B2, B3, B4, A6, A1 and A3 (same order as in A)) C) Spatial distribution of the predicted and measured
values at specific time points.
https://doi.org/10.1371/journal.pone.0178602.g003
Table 2. Discrepancies in timing between predicted and measured latencies for the peak N20m activation for the on-scalp recordings.
Predicted C6 C1 C3 B1 B2 B3 B4 A6 A1 A3
Timing (ms) 21.0 20.4 21.4 21.6 21.6 21.4 20.4 21.2 21.4 20.8 21.2
Difference - -0.6 +0.4 +0.6 +0.6 +0.4 -0.6 +0.2 +0.4 -0.2 +0.2
https://doi.org/10.1371/journal.pone.0178602.t002
On-scalp and conventional in-helmet magnetoencephalography
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5. The differences in the N20m amplitude might be due to the uncertainty related to the orien-
tation of the coil of the on-scalp sensor. Therefore, we assessed whether differences in
amplitude could be related to the unknown orientation of the coil.
(1) Habituation to median nerve stimulation
Purpose. During these analyses, we assessed if there were any potential habituation to
median nerve stimulation between the “before” and “after” in-helmet recordings (Section 1).
Habituation would have the effect that the cortical responses would reduce in amplitude over
time and might thus explain some of the observed differences in amplitude.
Methods. We assessed the potential habituation effect by comparing the predicted on-
scalp fields for fitted dipoles from the “before” and “after” recordings. If there were any effects
of habituation, the predicted field for the “after” recording should be lower in amplitude than
the one from the “before” recording.
The head model used for predicting the fields was the same as in Section 1, but with the
modelled source location being determined by the dipole fits from the “before” and “after”
recordings respectively.
Results and discussion. In comparing the “before” and “after” in-helmet recordings, no
major differences were found between estimated scalp topographies, dipole positions, or
dipole orientations. The distance between dipoles in the “before” and “after” recordings was
4.5 mm. With the spatial resolution for MEG source reconstructions being on the order of
3–15 mm [2,26,27], this is a negligible difference. The angle between “before” and “after”
dipole moments was 7.7˚ (Fig 4). Differences in peak amplitude between the “before” and
“after” recordings were also negligible (Table 3). For time points before and after the dipolar
peak, the dipole model did not fit a smooth curve in the case of the “before” recording. We
interpret this an uninteresting feature of fitting noise (i.e., time points outside the window of
the N20m activation) with a dipole, the solution of which is not well determined.
Conclusion. The habituation results show that the dipole fits based on “before” and
“after” in-helmet recordings are not significantly different from one another. This confirms
the conjecture that N20m activations are not strongly effected by habituation [20,21]. Thus,
the spatial and temporal differences between the predicted and measured on-scalp fields can-
not be readily explained by habituation.
(2) Stimulator repositioning
Purpose. Movement of the stimulator may have occurred as the subject had to reposition
himself between some of the on-scalp recordings. However, care was taken to attach the stimu-
lator to the same place and thus elicit the same movement of the thumb. To assess whether
there were effects on N20m amplitudes and latencies from repositioning the stimulator, and
thereby potentially activating different cortical sources, we performed five additional whole-
head recordings in a separate session after the benchmarking measurements. These experi-
ments were carried out on the same subject, with the same stimulator, and recorded with the
same whole-head MEG system and settings as in the benchmarking measurements presented
in Section 1, above.
Methods. During these measurements, we removed and replaced the stimulator on the
subject’s wrist between each of the five recordings to emulate the repositioning done during
the repeated on-scalp recordings. This allowed us to assess what effect repositioning might
have on the fitted dipoles. As during the on-scalp recordings, care was taken to reposition the
stimulator on the same spot so that it would result in a stimulation as similar as possible to the
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one before. All the analysis steps were identical to the ones applied in the aforementioned
“before” and “after” whole-head recordings in Section 1.
Results and discussion. The resulting differences in positions of the fitted dipoles were
within ~2 mm and on average differed 1.4 mm (Table 4). Angles between the moments of the
fitted dipoles were within ~7˚ (Table 5). Temporal reliability was also high: only one fitted
dipole had a deviation in peak timing of 0.2 ms before the others (Fig 5). Compared to the
peak time discrepancies found in the on-scalp measurement (Fig 3), this discrepancy is smaller
by a factor of three. Repositioning was thus found to activate a consistent source, the variation
in which does not account for the peak time discrepancies reported in Section 1.
Conclusion. The repositioning results show that the discrepancies between predicted and
measured magnetic fields for the on-scalp recordings are of a different order than what is
induced in the in-helmet recording by repositioning the median nerve electrodes. The spatial
and temporal differences between the predicted and measured on-scalp fields cannot therefore
Fig 4. Comparing the “before” and “after” recordings to assess habituation effects. A: Topographies based on the fitted dipoles were very similar.
Measurement points are marked with circles. From left to right they are. C6, C1, C3, B1, B2, B3, B4, A6, A1 and A3 (same order as in A) B: The fitted dipoles
shown on cortex. C: Only minor differences were found in peak amplitudes. The peak for the “after” recording occurred 0.2 ms after the “before” recording.
https://doi.org/10.1371/journal.pone.0178602.g004
Table 3. Differences in scalp peak amplitude at the ten measurement positions, prediction based on the “before” and “after” recordings.
Peak Amplitude C6 C1 C3 B1 B2 B3 B4 A6 A1 A3
“Before” (pT) +0.54 +0.73 +0.89 +0.91 +0.45 -0.28 -0.95 -0.84 -0.62 -0.43
“After” (pT) +0.53 +0.73 +0.88 +0.94 +0.48 -0.24 -0.90 -0.81 -0.61 -0.42
Difference (pT) 0.01 0.00 0.01 0.03 0.03 0.04 0.05 0.03 0.01 0.01
https://doi.org/10.1371/journal.pone.0178602.t003
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readily be explained by the repositioning of the median nerve electrode during the on-scalp
recordings. To be precise, the angles between dipole moments and distances between dipole
positions were less than 7˚ and 2 mm, respectively.
(3) Volume conduction models and dipole fitting options
Purpose. Given the consistency of the N20m response and its dipolar presentation, we
investigated how dependent it was on fitting options and the volume conduction model used.
Methods. The prediction of the on-scalp magnetic field is dependent on a number of fac-
tors. We tested three modelling factors across twelve different modelling choices that are
understood to have strong effects on the predictions. The factors we assessed were: Volume
Conductor (Single Sphere; Single Shell [28–30]), Sensors included in the dipole fit (Magnetome-
ters; Gradiometers; Magnetometers and Gradiometers) and Rank of the data (Full Rank;
Reduced Rank (removing the weakest orientation)).
Results and discussion. The choice of volume conductor model made a significant differ-
ence in estimates of the on-scalp field, with single sphere volume conductors being very unsta-
ble. The stability of the single shell volume conductor depended to some degree on the rank of
the data. The full rank model was less stable (Fig 6B) around the N20m peak compared to the
reduced rank model (Fig 6A). The instability of these full rank fits for the single shell volume
conductor presumably depend on the fitting of noise before and after the dipolar field. For the
single sphere volume conductors, the fit is bad throughout.
Conclusion. The modelling results show that the most stable on-scalp estimates are
obtained with a single shell volume conductor and reduced-rank data. Whether only magne-
tometers, only gradiometers, or both sensor types are included in the dipole fit does not have a
significant impact (the lower residual variance for magnetometers is probably due to fewer
data points having to be fitted). We used a single shell volume conductor with reduced rank of
the data with both magnetometer data and gradiometer data throughout Section 1. As such,
the differences in predicted and measured on-scalp fields cannot readily be explained by the
modelling choices we made for projecting the estimated dipolar field to the scalp.
Table 4. Distances between estimated positions of fitted dipoles for recordings where the stimulator
was repositioned.
Distance (mm) 1 2 3 4 5
1 0 1.9 1.9 2.2 1.7
2 0 0.4 1.3 1.0
3 0 1.6 1.1
4 0 0.8
5 0
https://doi.org/10.1371/journal.pone.0178602.t004
Table 5. Angles between estimated moments of fitted dipoles for recordings in which the stimulator
was repositioned.
Angle (˚) 1 2 3 4 5
1 0 2.6 1.4 1.7 4.5
2 0 3.6 3.5 6.8
3 0 0.7 3.2
4 0 3.4
5 0
https://doi.org/10.1371/journal.pone.0178602.t005
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(4) Sensitivity differences between sensor types
Purpose. In this analysis, we investigated whether the differences in timing between pre-
dicted and measured time courses could be explained in differences between sensitivity pro-
files between the on-scalp and in-helmet [31].
Methods. For this purpose, we created a map of the cortex highlighting differences in sen-
sitivity between the on-scalp and in-helmet recordings (Fig 7).
Results and discussion. The results show that the sensitivity is generally higher for on-
scalp sensors. This finding is somewhat trivial as it reflects the decrease in stand-off on-scalp
sensors enable in relation to in-helmet ones. The results also show that the sensitivity differ-
ences are distributed in a spatially heterogeneous manner. This finding may explain the
observed differences in timing of the peak N20m activations between predicted and measured
on-scalp fields. The source activity that gives rise to N20m propagates over the cortex, meaning
that differences in sensitivity over the scalp can affect how the predicted and measured on-
scalp activities match.
Conclusion. The sensitivity results show that the temporal differences between predicted
and measured magnetic fields for on-scalp recordings may be explained by the spatial variation
of the sensitivity to cortical sources.
Fig 5. Repositioning analyses. A: Comparisons of predicted on-scalp topographies for the whole-head recordings for the repositioning (1–5). B: The
estimated dipoles are temporally stable across the repositionings. C: The maximum distance between estimated dipoles was maximally ~2 mm across the
repositionings.
https://doi.org/10.1371/journal.pone.0178602.g005
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(5) Sensor orientation during on-scalp recordings
Purpose. The neuromagnetic field to which MEG is sensitive is primarily generated by
cortical currents [32]. Magnetic fields are, in general, vector fields: thus they contain both a
magnitude and orientation. The orientation can be decomposed in radial and tangential com-
ponents. MEG systems are designed to record the radial component of the magnetic field as
the tangential components include the contribution of volume currents that are secondary to
primary (source) currents. In our recordings, an attempt was made to place the on-scalp sen-
sor such that it would record the radial component of the MEG field. During the experimental
procedure, we therefore oriented the tail of the sensor flush with the head surface. The diame-
ter of the cryostat lid is 50 mm. Since the head surface is curved, there is uncertainty in the ori-
entation of the sensor that translates into an uncertainty of the MEG signals.
Methods. To estimate this uncertainty for the orientation of the on-scalp sensor (at the
centre of the cryostat tail), we estimated the MEG signal for the full range of orientations that
the cryostat tail could achieve, with it still being flush with the scalp. We defined this range as
the orientation confidence interval, which included all points on the scalp surface not further
than 25 mm away from the centre of the cryostat tail. The magnitude of the magnetic field is
maximal close to the zero-line crossing, directly above the source. However, it is here where
the radial component of the neuromagnetic field is minimal. Magnetometers that are flush
Fig 6. A-D: Comparisons of different head models for the “after” recording for position A1. Single sphere models (C & D) do not result in a smoothly-
varying dipole field pattern. Single shell models, however (A & B) show very similar estimations of the magnetic field generated by the source underlying
N20m. The full rank model is less stable than the reduced rank model, which also shows some temporal discontinuities, e.g., before the peak of the N20m
activation. E-H: Residual variance for the models.
https://doi.org/10.1371/journal.pone.0178602.g006
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with the head surface should therefore pick up no magnetic flux. If, however, the sensor is not
flush with the head surface, then it will be sensitive to the tangential component of the field.
Results and discussion. We found that the widths of these orientation confidence inter-
vals were greatest around the zero-line crossing (B-positions; Fig 8). This indicates the uncer-
tainty of the sensor orientation influenced the uncertainty of the MEG signal. It follows that
the uncertainty of the orientation of the sensor should most greatly translate into uncertainty
of the MEG signal where the tangential component of the magnetic field is maximal i.e., at the
zero-line crossing.
Conclusion. The orientation results show that the uncertainty of the orientation of the
sensor translates into the greatest uncertainty closest to the source–that is at the zero-line
crossing. The amplitude differences at the zero-line crossing (Fig 8, B-positions) may thus be
affected by the uncertainty regarding the orientation of the sensor.
Discussion
The exploratory analyses run to assess the validity and reliability of the findings reported in
Section 1 indicate that the temporal differences found in peaking times between predicted and
measured fields may be explained by the spatially heterogeneous differences in sensitivity
between on-scalp and in-helmet recordings.
Fig 7. Difference in sensitivity between position A1 and helmet sensor MEG1311. The colouring indicates the difference in field magnitude that a
source on the cortex with a current of 1 nAm would generate for the on-scalp and in-helmet sensors. Unsurprisingly, it can be seen that the on-scalp sensor is
more sensitive than the in-helmet sensor for virtually every source over the target region. The magnitude of that difference, however, is manifested in a
spatially heterogeneous manner. Note that similar maps showcasing spatial heterogeneity can be made between any position and any helmet sensor.
https://doi.org/10.1371/journal.pone.0178602.g007
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For the spatial differences, the orientation effects indicate that the differences found close to
the zero-line crossing may be explained by unintentional sensitivity to the tangential compo-
nents of the neuromagnetic field. The effects of habituation, stimulator repositioning, and head
modelling choices could not independently explain the differences between predicted and mea-
sured fields in any significant manner.
General discussion
The main challenge for comparing sensors in MEG is to accurately identify the source of any
differences found between compared systems. Are they due to differences in how the sensors
detect the signal coming from the brain or are there other unintentional confounds?
Similarities and differences between on-scalp and in-helmet recordings
We have provided evidence that the on-scalp recordings resulted in measurements that are
mostly in line with the predictions that can be made based on in-helmet data. Differences in
amplitude of the signal fell within the predicted confidence intervals (Figs 2 & 7). Differences
in the temporal evolution of the N20m component may be explained by differences in sensitiv-
ity between the two types of recordings (Fig 7). In single dipole modelling, it is assumed that
components originate from a point source, but the reality is rather that they originate from
patches of cortex over which cortical activity propagates. The differences in peak timings for
Fig 8. Comparisons of predicted (solid blue lines) and measured (solid red lines) values for on-scalp recordings with confidence intervals
estimated by changing the orientation of the on-scalp sensor. The orientation bounds are based on the maximal uncertainty due to the curvature of the
head and the size of the cryostat lid.
https://doi.org/10.1371/journal.pone.0178602.g008
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the N20m component is indicative of differing levels of sensitivity to these patches of cortex
between the sensor types. This suggests that a distributed model of the source activity is more
appropriate [33,34]. However, in standard distributed models, one assumes between one and
ten thousand sources per hemisphere [2,27,35,36]. Distributed models are therefore underde-
termined and thus require a priori assumptions, such as L1 or L2 norms [2,37]). Further
parameters need to be considered, such as depth weighting, cortical constraints on sources
and noise models. Full-head MEG recordings with hundreds of sensors furthermore require
regularization of the solution to avoid fitting the noise [38]. The model assumptions and the
regularization parameter have a significant impact on source estimates, and hence would affect
the forward model that we use to compare the in-helmet and on-scalp data. To eliminate these
effects we opted for the simplest model that we consider appropriate. While the N20m is pre-
sumably not generated by a single dipolar source, the single dipole is still a very good model of
the underlying neural source [18,19,39] and performs well in comparing predicted on-scalp
fields with actual measurements.
Limitations
Our study was limited by only having a single sensor that needed to be relocated over several
recordings. For example, it was only possible to study very robust and non-habituating neural
sources, effectively early sensory components. Late sensory and cognitive components have
more complicated source configurations than the N20m and are thus more likely to be affected
by habituation. With a single sensor setup, all source analyses will have a high degree of uncer-
tainty related to them. Among other things, one has to assume that noise conditions are
roughly equivalent across recordings and that the signal of interest is stable in time.
Our results suggest the existence of important differences in sensitivity over the cortex
between on-scalp and in-helmet recordings (Fig 7). In the future, it will be of interest to per-
form source reconstructions on recordings like these in order to detect whether the shorter
distance to the brain results in the ability to separate sources that are in close proximity to one
another. This necessitates multi-channel on-scalp sensor arrays.
Future outlooks
The feasibility of on-scalp MEG with high-Tc SQUIDs that we have demonstrated here points
to a future with many new possibilities of neuroscientific interest. To fully realize the neurosci-
entific potential, it is necessary to develop multi-sensor arrays that can acquire MEG data from
the whole head simultaneously. Such developments are ongoing [11,40]. To fully exploit
multi-sensor arrays, it is necessary to be able to accurately assess the locations and orientations
of sensors because the tangential field above the zero-line crossing (Fig 8) contributes more to
the on-scalp signal than anticipated. In future recordings, more accurate methods for position-
ing and orienting on-scalp sensor arrays relative to the head should be achieved [16]. We pro-
pose that assessing orientation and location may be done offline using the signal from HPI-
coils. With multi-sensor arrays, it will be possible to investigate what on-scalp MEG can offer
in terms of source localization and spatial resolution.
Acknowledgments
Data for this study was collected at NatMEG, the National infrastructure for Magnetoencepha-
lography, Karolinska Institutet, Sweden. We thank Alexey Kalabukhov for help in collecting
the data.
On-scalp and conventional in-helmet magnetoencephalography
PLOS ONE | https://doi.org/10.1371/journal.pone.0178602 July 24, 2017 16 / 19
Author Contributions
Conceptualization: LMA RO JFS DL.
Data curation: LMA RO.
Formal analysis: LMA RO.
Funding acquisition: JFS DL.
Investigation: LMA RO CP SR VJ MH JFS DL.
Methodology: LMA RO MH VJ JFS DL.
Project administration: JFS DL.
Resources: JFS DL.
Software: LMA RO.
Supervision: RO JFS DL.
Validation: LMA RO DL.
Visualization: LMA.
Writing – original draft: LMA RO.
Writing – review & editing: LMA RO CP SR VJ MH JFS DL.
References
1. Ahonen AI, Ha¨ma¨la¨inen MS, Kajola MJ, Knuutila JET, Laine PP, Lounasmaa OV, et al. 122-channel
squid instrument for investigating the magnetic signals from the human brain. Phys Scr. 1993; 1993:
198. https://doi.org/10.1088/0031-8949/1993/T49A/033
2. Ha¨ma¨la¨inen MS, Hari R, Ilmoniemi RJ, Knuutila J, Lounasmaa OV. Magnetoencephalography—theory,
instrumentation, and applications to noninvasive studies of the working human brain. Rev Mod Phys.
1993; 65: 413–497. https://doi.org/10.1103/RevModPhys.65.413
3. Romani GL, Gratta CD, Pizzella V. Neuromagnetism and Its Clinical Applications. In: Weinstock H, edi-
tor. SQUID Sensors: Fundamentals, Fabrication and Applications. Springer Netherlands; 1996. pp.
445–490. https://doi.org/10.1007/978-94-011-5674-5_11
4. Vrba J. Squid Gradiometers in Real Environments. In: Weinstock H, editor. SQUID Sensors: Funda-
mentals, Fabrication and Applications. Springer Netherlands; 1996. pp. 117–178. 10.1007/978-94-
011-5674-5_3
5. Heiden C. SQUID and SQUID system developments for biomagnetic applications. Clin Phys Physiol
Meas Off J Hosp Phys Assoc Dtsch Ges Med Phys Eur Fed Organ Med Phys. 1991; 12 Suppl B: 67–
73.
6. Clarke J, Braginski AI. The SQUID Handbook: Applications of SQUIDs and SQUID Systems. John
Wiley & Sons; 2006.
7. Bushby KM, Cole T, Matthews JN, Goodship JA. Centiles for adult head circumference. Arch Dis Child.
1992; 67: 1286–1287. https://doi.org/10.1136/adc.67.10.1286 PMID: 1444530
8. Grech R, Cassar T, Muscat J, Camilleri KP, Fabri SG, Zervakis M, et al. Review on solving the inverse
problem in EEG source analysis. J NeuroEngineering Rehabil. 2008; 5: 25. https://doi.org/10.1186/
1743-0003-5-25 PMID: 18990257
9. Hallez H, Vanrumste B, Grech R, Muscat J, De Clercq W, Vergult A, et al. Review on solving the forward
problem in EEG source analysis. J Neuroengineering Rehabil. 2007; 4: 46. https://doi.org/10.1186/
1743-0003-4-46 PMID: 18053144
10. Faley MI, Poppe U, Dunin-Borkowski RE, Schiek M, Boers F, Chocholacs H, et al. High- DC SQUIDs
for Magnetoencephalography. IEEE Trans Appl Supercond. 2013; 23: 1600705–1600705. https://doi.
org/10.1109/TASC.2012.2229094
On-scalp and conventional in-helmet magnetoencephalography
PLOS ONE | https://doi.org/10.1371/journal.pone.0178602 July 24, 2017 17 / 19
11. O¨ isjo¨en F, Schneiderman JF, Figueras GA, Chukharkin ML, Kalabukhov A, Hedstro¨m A, et al. High-Tc
superconducting quantum interference device recordings of spontaneous brain activity: Towards high-
Tc magnetoencephalography. Appl Phys Lett. 2012; 100: 132601. https://doi.org/10.1063/1.3698152
12. Zhang Y, Tavrin Y, Mu¨ck M, Braginski AI, Heiden C, Hampson S, et al. Magnetoencephalography using
high temperature rf SQUIDs. Brain Topogr. 1993; 5: 379–382. https://doi.org/10.1007/BF01128694
PMID: 8357711
13. Boto E, Bowtell R, Kru¨ger P, Fromhold TM, Morris PG, Meyer SS, et al. On the Potential of a New Gen-
eration of Magnetometers for MEG: A Beamformer Simulation Study. PLOS ONE. 2016; 11: e0157655.
https://doi.org/10.1371/journal.pone.0157655 PMID: 27564416
14. Budker D, Romalis M. Optical magnetometry. Nat Phys. 2007; 3: 227–234. https://doi.org/10.1038/
nphys566
15. Sander TH, Preusser J, Mhaskar R, Kitching J, Trahms L, Knappe S. Magnetoencephalography with a
chip-scale atomic magnetometer. Biomed Opt Express. 2012; 3: 981–990. https://doi.org/10.1364/
BOE.3.000981 PMID: 22567591
16. Boto E, Meyer SS, Shah V, Alem O, Knappe S, Kruger P, et al. A new generation of magnetoencepha-
lography: Room temperature measurements using optically-pumped magnetometers. NeuroImage.
2017; 149: 404–414. https://doi.org/10.1016/j.neuroimage.2017.01.034 PMID: 28131890
17. Iivanainen J, Stenroos M, Parkkonen L. Measuring MEG closer to the brain: Performance of on-scalp
sensor arrays. NeuroImage. 2017; 147: 542–553. https://doi.org/10.1016/j.neuroimage.2016.12.048
PMID: 28007515
18. Allison T, McCarthy G, Wood CC, Jones SJ. Potentials Evoked in Human and Monkey Cerebral Cortex
by Stimulation of the Median Nerve. Brain. 1991; 114: 2465–2503. https://doi.org/10.1093/brain/114.6.
2465 PMID: 1782527
19. Mauguière F, Merlet I, Forss N, Vanni S, Jousma¨ki V, Adeleine P, et al. Activation of a distributed
somatosensory cortical network in the human brain. A dipole modelling study of magnetic fields evoked
by median nerve stimulation. Part I: location and activation timing of SEF sources. Electroencephalogr
Clin Neurophysiol Potentials Sect. 1997; 104: 281–289. https://doi.org/10.1016/S0013-4694(97)00006-
0
20. Huttunen J, Ho¨mberg V. Influence of stimulus repetition rate on cortical somatosensory potentials
evoked by median nerve stimulation: Implications for generation mechanisms. J Neurol Sci. 1991; 105:
37–43. https://doi.org/10.1016/0022-510X(91)90115-N PMID: 1795167
21. Tomberg C, Desmedt JE, Ozaki I, Nguyen TH, Chalklin V. Mapping somatosensory evoked potentials
to finger stimulation at intervals of 450 to 4000 msec and the issue of habituation when assessing early
cognitive components. Electroencephalogr Clin Neurophysiol Potentials Sect. 1989; 74: 347–358.
https://doi.org/10.1016/0168-5597(89)90002-6
22. Xie M, Schneiderman J, Chukharkin M, Kalabukhov A, Riaz B, Lundqvist D, et al. Benchmarking for on-
scalp MEG sensors. IEEE Trans Biomed Eng. 2016;PP: 1–1. https://doi.org/10.1109/TBME.2016.
2599177 PMID: 28541190
23. Åkerstedt T, Gillberg M. Subjective and Objective Sleepiness in the Active Individual. Int J Neurosci.
1990; 52: 29–37. https://doi.org/10.3109/00207459008994241 PMID: 2265922
24. Oostenveld R, Fries P, Maris E, Schoffelen J-M. FieldTrip: Open source software for advanced analysis
of MEG, EEG, and invasive electrophysiological data. Comput Intell Neurosci. 2011; 2011: 156869.
https://doi.org/10.1155/2011/156869 PMID: 21253357
25. Nolte G. The magnetic lead field theorem in the quasi-static approximation and its use for magnetoen-
cephalography forward calculation in realistic volume conductors. Phys Med Biol. 2003; 48: 3637.
https://doi.org/10.1088/0031-9155/48/22/002 PMID: 14680264
26. Yamamoto T, Williamson SJ, Kaufman L, Nicholson C, Llina´s R. Magnetic localization of neuronal activ-
ity in the human brain. Proc Natl Acad Sci. 1988; 85: 8732–8736. PMID: 3186757
27. Lin F-H, Witzel T, Ahlfors SP, Stufflebeam SM, Belliveau JW, Ha¨ma¨la¨inen MS. Assessing and improv-
ing the spatial accuracy in MEG source localization by depth-weighted minimum-norm estimates. Neu-
roImage. 2006; 31: 160–171. https://doi.org/10.1016/j.neuroimage.2005.11.054 PMID: 16520063
28. Lalancette M, Quraan M, Cheyne D. Evaluation of multiple-sphere head models for MEG source locali-
zation. Phys Med Biol. 2011; 56: 5621. https://doi.org/10.1088/0031-9155/56/17/010 PMID: 21828900
29. Stenroos M, Hunold A, Haueisen J. Comparison of three-shell and simplified volume conductor models
in magnetoencephalography. NeuroImage. 2014; 94: 337–348. https://doi.org/10.1016/j.neuroimage.
2014.01.006 PMID: 24434678
30. Tarkiainen A, Liljestro¨m M, Seppa¨ M, Salmelin R. The 3D topography of MEG source localization accu-
racy: effects of conductor model and noise. Clin Neurophysiol. 2003; 114: 1977–1992. https://doi.org/
10.1016/S1388-2457(03)00195-0 PMID: 14499760
On-scalp and conventional in-helmet magnetoencephalography
PLOS ONE | https://doi.org/10.1371/journal.pone.0178602 July 24, 2017 18 / 19
31. Hillebrand A, Barnes GR. A Quantitative Assessment of the Sensitivity of Whole-Head MEG to Activity
in the Adult Human Cortex. NeuroImage. 2002; 16: 638–650. https://doi.org/10.1006/nimg.2002.1102
PMID: 12169249
32. Ahlfors SP, Han J, Belliveau JW, Ha¨ma¨la¨inen MS. Sensitivity of MEG and EEG to Source Orientation.
Brain Topogr. 2010; 23: 227–232. https://doi.org/10.1007/s10548-010-0154-x PMID: 20640882
33. Ha¨ma¨la¨inen MS, Ilmoniemi RJ. Interpreting magnetic fields of the brain: minimum norm estimates. Med
Biol Eng Comput. 1994; 32: 35–42. https://doi.org/10.1007/BF02512476 PMID: 8182960
34. Pascual-Marqui RD, Michel CM, Lehmann D. Low resolution electromagnetic tomography: a new
method for localizing electrical activity in the brain. Int J Psychophysiol. 1994; 18: 49–65. https://doi.org/
10.1016/0167-8760(84)90014-X PMID: 7876038
35. Dale AM, Fischl B, Sereno MI. Cortical surface-based analysis. I. Segmentation and surface recon-
struction. NeuroImage. 1999; 9: 179–94. https://doi.org/10.1006/nimg.1998.0395 PMID: 9931268
36. Fischl B, Sereno MI, Dale AM. Cortical Surface-Based Analysis: II: Inflation, Flattening, and a Surface-
Based Coordinate System. NeuroImage. 1999; 9: 195–207. https://doi.org/10.1006/nimg.1998.0396
PMID: 9931269
37. Sarvas J. Basic mathematical and electromagnetic concepts of the biomagnetic inverse problem. Phys
Med Biol. 1987; 32: 11. https://doi.org/10.1088/0031-9155/32/1/004 PMID: 3823129
38. Bishop CM. Pattern recognition and machine learning. Cambridge, UK: Springer, USA; 2006.
39. Karhu J, Tesche CD. Simultaneous Early Processing of Sensory Input in Human Primary (SI) and Sec-
ondary (SII) Somatosensory Cortices. J Neurophysiol. 1999; 81: 2017–2025. PMID: 10322043
40. Ko¨rber R, Storm J-H, Seton H, Ma¨kela¨ JP, Paetau R, Parkkonen L, et al. SQUIDs in biomagnetism: a
roadmap towards improved healthcare. Supercond Sci Technol. 2016; 29: 113001. https://doi.org/10.
1088/0953-2048/29/11/113001
On-scalp and conventional in-helmet magnetoencephalography
PLOS ONE | https://doi.org/10.1371/journal.pone.0178602 July 24, 2017 19 / 19
